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im^Mi] NOG (NOD/shi-scid. 1L-2R7 Ko) -^^ Ymsk^mm 

ttfct b^jfiL#M0NOG (N(»/Shi-scid, IL-2R7 KO) '^'y^^rJl^o 
V^sk^mmmG (NOD/Shi-scid, II^2R7 KO) '7f7:^^T)Vo 
NOG (NOD/Shi-scid, IL-2Ry KO) '7^7.^-r)\^o 

[0001] 
[0 0 0 2] 
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[0 0 0 3] 
10 0 0 4] 

—If. Tsunenariibti. hKPMMZ-tMM^^rSCID-r -^X H^^SLT^y^c^m^ 
^il^ 7";^ o V ^ T L T V ^ ^ (#^# 2 #HB) , KPMM2 {±SCIDt X 4" 

mMmmt Lxmzmw^nxis ^ , h#Mffio?ra^,^jEiiitC;S:eifci-;g, ^{iv^ 

ii^r^fzo 

[0 0 0 5] 

[##»^^:fi:m 1 ] 

Exp Haemat, 30. 221-228, 2002; Blood, 95, 1056-1065, 2000 

Blood, 90, 2437-2444, 1997 
[0 0 0 6] 

x^'^if'm^ bid h^7omm 
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2002-322995 ^ ^-i^ : 

[0 0 0 7] 

[i^M ^ m^-r ^fzib (D^m 
:^^m^hii. ^Kft^yf:^'^'^ T.x-^^hmG'^ry 7.^m^Lx\^^fz {mm'& 

rj§#-^W002/43477-^) o NOG (NOD/Shi-scid, IL-2Ry KO) ::^itmm^^J:T 

^<Dx. ^mLfzy^Ymmni^. mw.^ti^ ^ t^j: <mm^ <^Ln^o hog-^ 

^ 7. {±N0D/Shi-scid-7 ^ 7s ^C.B-17-scid"7 7.m<0^e^^-f£'^W^-'^'^ ^7i. 
OS V ^ h #flM^a»U266. iSXX/T mm. ')y^ ^•ffiLM-2-JCK * NOG-^ # 

[0 0 0 8] 

(1) NOG (NOD/Shi-scid. IL-2Ry KO) v-^;^ 13 H h^jflLlfM0m^#*« 
( 2 ) 1^ h itlfil^M0^fla:6^'li ^ #l&14#^ffi#ffl5&U266lfflm'e5b^ ^ ( 1 ) <^ 

( 3 ) t h it!&L§^mmmm^\^ v rmm > ^■^mMimjM-2-mx^^ . d ) 

( 4 ) m.sii^mmmm^'mm ^ tn^^ mMmmm^j^ ^iifz}:ivm. 

JfiL^M^NOG (NOD/Shi-scid, IL-2Ry KO) v-t; x-=eT-*;i', 

(5) 11 b7tlfiL^®^7&*li b^ll'l4#SIMT-*^ (4) <^li hitJfiL^ffiJiNOG 
(NOD/Shi-scid, IL-2Ry KO) T'^^^t';!'^ 

(6) t: h^Jfilf^M^^^li hT«U >^N°ffiT'^)'6 h^tiflL^il^NOG (NOD/S 
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hi-scid, IL-2R7 KO) '^^X^T)'\^. 

(7) (4) (D\L\^^^mM'^^7.^'r)\^VJ^ma%^^H'-ti>^'t^'^ts 

(8) VI hitJfiL^M3^;6*i:i M5>^#flM"e*)* (7) o;^^^';-^^^:^?* 

(9) nh^jflL^MS^i^iih'i^^^'Mtr^^ (7) <^;^i^';-->'^:^^o 

[0 0 0 9] 

1. N0G-7'>>^<^'f'^aJ 
NOG-7 X O^^m IS^t&ra#-i-W002/43477-^mBm<^:^?*t^ i »5 iy.T<7> i 

[0 0 1 0] 

A : NOD/Shi-7 X ICC. B-17/Icr-scid (C.B-17-scid* fz (±CB17/SCID-7 X 
[0 0 11] 

[0 0 12] 

A <0*^ >t7 :^ ;5N0D/ShiT >t7 j^'^OC. B-17/Icr-scid-7 ^ 7. (r>M t^BE^x 

^ll#ic^^<7)^-^, -^Jx-t^. Cross Intercross?* lei;?) ML (Inbred Stra 
ins in Biomedical Research, M.F.W.Festing, 1979, ISBN 0-333-23809-5. The 
Macmillan Press, London and Basingstoke) tct^v\ C.B-17/Icr-scidv> :^ 
NOD/Shi 'r^T.t^ ^le '?-<7)Fl-7'>X|WI±«:H t-^lB t Tt# /iF2T :^ <7) jli 
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2002-322995 ^ ^-vl 

^St;=>lOD/Shi -7^7.t 3^1E1- ho ^ O^I^Sr 9 m\>X±M 0 L (Cross Intercro 
ss^)tf ^ ^ i: i o TUM-e i 
[0 0 13] 

i^a. NOD/Shi 'T^T.idX.XfC. B-17/Icr-scid*7 ^7.\im^B^^V Ti^^^^i)-- 

, -Pij ^ ^^^^ h i}^\m L fcNOD-sc id-7 7. (#r?S¥9-94040^<2:m) 

a:<)-e§'l>o i^. NOD/Shi"7'i7;^i3j;0*NOD-scid'r'>;^jcoviT{i. JilEJiJl^tc 
:$:tbM A ^ Eff^ L Tis 0 ^ ici^:' v^o-e ^ ^M-T ^ C: i: ^^"C # ^ o 
[0 0 14] 

apecchi, M. R. , Altering the genome by homologous recombination. Science 
. (1989) 244, 1288-1292) -7'>xfi5l5(7)#^<7)itiSi^.i:i^Jx.{f ^^^"^-T 

[0 0 15] 

^mWt. 129/SV'7'^;^oy/ A9-fr-7U-/6^'bl^ h<7)IL-2Ryc 

DNA=£r7'n-"7'i: LT vi7;^lL-2Ry ^r-^tfitfSi^i^ n->=S:#g|L, ^iJ'n-^ 
O ^ IL-2Ry =Sr -^tf 8. 6kbO:^ i$<7)®f>T-S:^ffiLT^J'-'^-;/-r'f>'iJ^^i5' 

v>ii-|4slf5T-*l&^-r'l>PMCl-neO'i^°'; A*#AL. * 7^:^^^ V> B,i)^hmm 

^ICL> E14 ESmi X107i®lcmtC#?L^-C^Xi-^o (J418«r^tf*& 
«?i^<^'4'T-ffi|W|fimmx.^j|BC LTtES^ n - > 'lr«#iL(PCRt tz^t^^^^-^m. 

m^mrtho Cl<0'f£^^'>;^;6-'b^t^f^#^ 7'7':7;^=SrMt^C57BL/6v't7Xi:^ 
B£-r -S) C ^: t:: i o ^5g^8a^l3f55t L;^cIL2R7 KO^-r n-r -^z ;^ ci 1 76* 
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[0 0 16] 

{f. IL2R7K0-7.>7.^.j^(W*t^n^mf [m:|k:fe^g^§l5^#l5^#:^^ • 
if]<t ^Ji^pm^tLT^z-f > ^-n^^> 2^##7lly y^T^ h"v-t7X(0hbo K, 
Suda T, Hashiyama Mf>^ Modulation of hematopoiesis in mice with a trunca 
ted mutant of the interleukin-2 receptor gamma chain. Blood 1996;87(3):9 
56-67)) 75^^ ;&o IL2RrK0-7'i;X{i, i^m^X-$)i,mWMU(DmmiZX 

[0 0 17] 

^<D^^. m^i^. ±5"£OML^iSllt^v^. i-^^*jN0D-scid-^'>Xi:IL2R7K0 
•^•t/Xii^^SEL. -?-<7)Fl-T'>X^N0D-scid-7't7;^lcHtxiat-^'^i:4iJ; 

[0 0 18] 
[0 0 19] 

MOl^'fb^lBia^ LTti. U266^J!&^ RPMI8226. IM9, HS-Sultan;6^ t: h U 

<DWi\Mm tLxit^ LM-2-jcK^ia'fc t^m^f hn^o ^ n e> (Dmma . atcc^ 

[0 0 2 0] 
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[0 0 2 1] 
[0 0 2 2] 

mmmmm. ^ . mmM\:.m c xm.^m^x- ^h-b^. •^^T.im^tzy) io6~io7 

[0 0 2 3] 

3. mmr^T)\^'7^7.<r>MWi 

i: § o #SIMU266^S& * L fzNOG-^ ^ 7s \,zn.i)^A.n K ^ V ;v tf v > «r 
[0 0 2 4] 

[0 0 2 5] 
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m^mx-mW t r <2>N0D/Shi-sc Id-^ ^:7.(B:^^ ]yTK.K.-^^hiy X¥ «!) ( 8 M 

■r^CiitcJ: O^S^XTto trFlv^;^oaii^J: •9$^^L/s:jfiL?^10 

^piUf- ibDNAii&Jft ai^(MagExtractor. TOYOBOttl^) J: 0 DNA^fliai b/Co vl O 
DNA1.5/«UC, 23.5;uL<^)1.5mM MgCl2> 0.4inM dNTP*5 J: l>*25pmolO 2 -b y h<7)y 

;i> IC(±|WIPI tpiio^: -7 h 5rffl v>fc) ^-^trPCR^^fl^^^jD IL-2Ry ilitf^-f- 
PI : 5'-CTGCTCAGAATGATGCCTCCAATTCC-3' (@B^iJl=^ 1 ) 

pii : 5'-cct(x:gtxaatccatcttgttcaat-3' (@e^j#^2) 

PHI : 5'-GATCCAGATTGCCAAGGTGAGTAG-3' (SE^iJ#-^3) 
(PCRJiiIii^#) 

94t:T' 5 ^<7)tjn^^J!ia^^. 94t:T' l SSr-e 1 72°CT 1 1 -9-^ ;v 
LT30~35-9--r i^;i^^i&L> •e<^m72r-C10^initLybo 
[0 0 2 6] 

±fBPCR-e#«b tt/iPCRM2^^ 2 %T - X y;Vff T'«^^iiiic>jjfc L. v 

660bp^ ^^M-t?{il^350bp<^-if'f XoyN'> KtS^,*!) *t7^:o 
[0 0 2 7] 

C<7)^mL-2R7 itf^^^^igX ^ 7. ^N0D/Shi-scid*7 •!7 7. 
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SA=^±ffiisi#i^itffiL^ ^-^isLm^<o^^&^^f') y^wm.-^'^^^WiKX- o 

;i,v!7;?.'(@'^$-^SiJL/Co -e<^t^. ±|B-7'i7;;^fi#=SrN0D/Shi-scid^>>;^lc#tt 
^t>-eT. # itfzM^<^ 9 ^^MlL-2Ry 0it<ET-*^i-'& ^ <^ =4: $ «b l^NOD/S 
hi-sc id-^ X i: L y^io 
[0 0 2 8] 

m_t<7)M L^Se^Ti^^^r <ti>9m'iS0^tK^y). NOG(NOG) >^ =S:<lpai L/C 
{W^^mi lK7r-ir)o ^Cl-e. IL-2Ry $ISfST-{iX|ft^fe#:±t^^)'5.7t46^ 
-i^ tclL-2R7 KO-T ^-g^ffl-t <^ i: 'So 
10 0 2 9] 

C^iS^?!l 2 ] h T^Jja > /N-MLM-2-JCK^*tN0G'V -^z ;^ <7)f^m 
N0D/Shi-scid-7'>7.*5J:mi0G-7-!7;^(N0D/Shi-scid, IL-2R7 K0)(±. 
m^^^^W^-^^W. \^fzii(D^m^^fZo BALB/cAJcl-nuv X i5 J: Z/C. B-17/Icr- 

[0 0 3 01 

hM^Mm^^i*IHJ3a*t?^;i>LM-2-JCK(il3j^0^ttm#<7)i; ^/N'M^&^'blii: 
$tL, p?- K-7'^7.'e<^^>f^^a#mi::i O^^^tL-Cv^fCo LM-2-JCKli. ATCC 

mw'^yi^ (^s) > JCRB«^N*>'^' (02^) ^^ibA¥prtg-e^>^o LM-2-jcm 

{i|imLT»/>^v^ (Maruo et al., APMIS 101: 345-352. 1993) o 
[0 0 3 1] 

200WiaL<^^yyi--^ (SIGMAtt) 43 J: J>'270U/inL<7)DNasa (SIGMAtt) ^r^trF-l 

ommnj^-^^ (GIBCOtt) 4^T'^t?|fflglf t^t$[$-ti^^ ^ n ^ 7 *® L. 

m-mmmmm^m^Lfzo m^u^<7>^m.m±s ^'J/^°^7•;^- (gibco b 
RLi=±) i:m^'fzm^\,zx ^:ij'^>h Lfzo M^t-^m^Mmmm^ ^m^-^^ M 

v>T 1 X 107^ J; t>* 1 X 106^^jg^a/mL(7)«lfl)E^StcP^ L/Co mMM^MU^Z 
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5^-vOff*fflv»TN0G*r-i7;^(N0D/Shi-scid. II^2Ry KO). N0D/Shi-scidv!7 
7. . BALB/cAJcl-nuv ^7.ii^ XfZ. B-17/Icr-scid-x' ^ 7. <7)M:^<7)^M^^IC0. Im 

[0 0 3 2] 



mSE# 2003-3091512 



2002-322995 



^-v': 11/ 



[^11 



_Q 

CO 

^ ^ 
So-: 

cvi +1 +1 
4.1 ^ ^ 

X* CO CM 

s - - 



K 



^ ^ vP 

O O ^ 

o o o 

•r— T— 09 

•«_>■ >^ 

o o o 

O O CO 



EI! m tn 

c3 S c3 



o o 



O 



tr 

CM 
I 



O 
CO 

I 

Ic 
CO 
\ 
Q 
O 



^ ^ 

O O CO 

z z o 



o 

^ ? ^ 

^ o o 

El ^ 

O ' 

o o o 



00 in 
oo 



o> o> o 
V V V 



O 

q: 

s 

-o 

CO 

I 

Q 
O 



o 

CO 

CO 



^ Q 

O O 

Z 2 O 



CM 



»0 

4:* 



-3 T7 

CO o 

■H 9 

±6 ^ 



o 

CO 

L 

o 



m m 

il d 

^ -> 

CO 

« w 

^ o 

ftmij Q 



(0 



m 

AJ 



o 
o 



I 



o 
o 

a. 



o 

€0 

.L 

In 

O 



CO 



o 
c 



c 



[0 0 3 3] 

NOD/Shi-sc id*7 -^r X ^ J; t>U B-17/Icr-sc id*7 :^ -t? {iMl^<7):^ ^ $ t>-r :*^-C 
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LM-2-JCK^Baf±N0G"7 ;^ T-NOD/Shi-scidT 7. , BALB/cAJcl-nu-7 ^7.^i.Xf 
C.B-iy/Icr-scid-T-^;^ J: 19 ^^■<W^\^%^^^^^^7^^\^fZo 
[0 0 3 4] 

CHis^ 3 ] \L\ #^'i-«tisu266iiafla^iiN0Gv ;^ <7>fpm 

U266«^*{i, ATCCmvN'>^ (^S) iOX^L/io 2 xio6<7)U266^afl&=S:2 
50radSfe#^c ^ L v^; ;^ (NOG-^ X ) , NOD/Shi-sc id-7 -^7 ;^ *5 J; ?/C. B-17/I 
cr-scid-7 X lOE-fo Hi^Ml&tt L#tt t /Co 
[0 0 3 5] 

#*t2iiFB^f^icNOG"7'^;^-r-m)Kc7)0#. ^-mM/^^^-c^tL^. nmM^a^iim 

-7^7. t^Uib h flfz-AK NOD/Shi-sc id-v '^T.iiX X/C. B-17/Icr-sc id-7 ^ 7X-ii 
m.^hiii'j:iJ^'o fZo NOG-^-^ 7. tC^V^T {iU266iill&0*fl)l^^<^Sil^ J: Xfm^ 

m2 lC#-7»!7XlC;fett'SU266^liao^fil14=Sr^i-o 
[0 0 3 6] 
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1^2] 







U266(D^i 










U266#fl 


















wm 


iFFie 




NOG(NOD/Shi- 
U266 scidJL-2Rr KO) 


5/5* 


5/5 


5/5 




0/5 


0/5 


NOD/Shi-scid 


0/5 


0/5 


0/5 


0/5 


0/5 


0/5 


CB-17/lcr-scid 


0/5 


0/5 


0/5 


0/5 


0/5 


0/5 



[0 0 3 7] 

^2 tC^-tJ; ^ iZ, WiG'^'y:^(D^^'C]]266mm<r>W:mibmibhfifzibK NOG-^ 
7. (Dmm. M-MiS X t)*'llNOD/Shi-scidT >^ X i J/C.B-17/Icr-scid 

[0 0 3 8] 

EI 2 - 5 lcU266m^^a^1S LfcNOGv ;^ tci5lt'?>U266iBJ!a<7)g:i||fRfiO 
[0 0 3 9] 

H 6 is i 7 fiU266iiflairMm^^il L/iNOD/Shi-scidv -i; X 
[0 0 4 0] 

HI 8 is j: U^' 9 m266m^^^^m^ULfzC.B-17/lcr-scid-7^:^<0'WU'^7J^-t 
[0 0 4 1] 
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mi 0 tc^i-J: 0 t::. JJ^)|glC:fcv>-C{iN0Gv'>;^-e^)C.B-17/Icr-scid-7'^;^T- 
U266^11&OSTi {iMie? lb tL^j v^o 
[0 0 4 2] 

U266«=&^atfcNOG-^'^7X<^)#^{i^1j3ilF^"e*o^Co NOGv 
[0 0 4 3] 

[0 0 4 4] 

t7t> ^ifei5!l2l::^LfcJ:^t::. NOGvi^j^lc'j >/^•MM (LM-2-JCK) 
[0 0 4 51 

SEQUENCE LISTING 

<110> Central Institute for Experimental Animals. 
<110> KEIO UNIVERSITY 

<120> An animal experimental model of human hematopoietic tumor 
<130> P02-0443 
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<160> 3 

<170> Patent In Ver. 2. 0 

<210> 1 
<211> 26 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence: Primer PI. 
<400> 1 

ctgctcagaa tgatgcctcc aattcc 26 

<210> 2 
<211> 26 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence: Primer PII. 
<400> 2 

cctgcgtgca atccatcttg ttcaat 26 

<210> 3 
<211> 24 
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<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence: Primer PIII. 
<400> 3 

gatccagatt gccaaggtga gtag 24 

mi] 

LM-2-jcK^j!^ ^muLfz'7^:^ii^iiif:hmm<oiz^^ (Dmwmmt ^^-rm-c 
m2] 

N0G"r'i7Xtci3tt^U266#tt<7)^iP|g|5ft^^-t-^K (f&^12'©) -Cab^o 
[1141 

N0G-7'>7>lcj3tt'2)U266ftt<^^P^^«r^-r^K (^miom) X^h^o 
[HIS] 

N0G-r»>;x>(ci3it-g,U266^aao^PSP^i^^-t-¥K (1ts^l00l§) T'^^o 

[me] 

U266lfflJ!a^r#tiLfcN0D/Shi-scidvt7y;o#ft«:^-t-^* (-fg^lEf^) -Cab-S 

O 

[El 7] 

U266«^^*fiUfcN0D/Shi-scid-v-i7;^<7)#il^^-r^^ (^§^100^) T^ab 

^ o 

[118] 

U266TO«r^*lt^cC.B-17/Icr-scid-7'^X<7)#®|*^i-:^K (l&^12^§) 

ffiiEJif 2003-30915 
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[091 

U266m=Sr^mL/iC.B-17/Icr-scid"7.i7XO#f|«:^t-^K «&^100f§) T' 

[mi 0] 

NOGv Z>X. B-lT/Icr-scid-^ ^ ^ <^B^Mf:^1-¥KT-^ ^ o 

[nil] 



^-i^ : 17/E 
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[HIS] 




[ilI9] 
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[ISIl 0] 



^1 



2 002-322995 



^->^: 6/ 
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7/E 



[mil] 



NOD^d/scid 



1 

NOD- +/scid, -/OZR y KO 



NOD-sdd/scid 



I 

NOD-$cic|/scid» VIL2R y KO 



P@ML3cB2 



1 

NOD-scid/scId, VIL2R y KO 



NOZ>-5cid/!5cid» VIL2R y KO 

I 



MM\ ► NOD-5cid/scid,-/IL2RvKO 

^'1 



NOD-scid/scid, -/IL2Ry KO 



NOD-scid/scid 



NOD-scid/sdd 
9i 



T 
I 



NOD-sdd^cid, +/|t,2R y KO 



NOD^ddAscid, IL2R V KOyiL2R y KO 



NOD^d^id, lUR-y KO/ILZRy KO 
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mm] 

m^^m NOG (NOD/Shi-scid. Ih-2Ry KO) •^'^ :^iz}^ h^sSSL^Mmm^ 
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m m A m m m m 

Wi'Sm-W [390016470] 
l.'^M^EB 1 9 9 0^11^ 2B 



002-322995 

m m A m m m m 

IS5»IJ#-^ [899000079] 
1. m^^BB 1999^ 9^170 

ft m ^[^S^IZHBa 2 Tg 1 5#4 5-^ 
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documents submitted by the applicant. 

Defects in the images include but are not limited to the items checked: 

JS^ BLACK BORDERS 

IMAGE CUT OFF AT TOP, BOTTOM OR SIDES . 
^ FADED TEXT OR DRAWING 

□ BLURRED OR ILLEGIBLE TEXT OR DRAWING 

□ SKEWED/SLANTED IMAGES 

]4 COLOR OR BLACK AND WHITE PHOTOGRAPHS 

□ GRAY SCALE DOCUMENTS 

□ LINES OR MARKS ON ORIGINAL DOCUMENT 

□ REFERENCE(S) OR EXHIBIT(S) SUBMITTED ARE POOR QUALITY 

□ OTHER: , 

IMAGES ARE BEST AVAILABLE COPY. 
As rescanning these documents will not correct the image 
problems checked, please do not report these problems to 
the IFW Image Problem MaUbox. 



